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Sir: 

In response to the Office Action mailed September 10, 2002, concerning the Examiner's 
restriction to the claims. Applicants hereby provisionally elect, with traverse, claims of Group m 
(claims 8, 17-25), drawn to a transgenic animal comprising a disruption in an anaphylatoxin C3a 
gene. 

In the restriction, the Examiner asserts that claims 1-33 are drawn to seven distinct 
subjects, grouped as: Invention I (claims 1-4), drawn to a nucleic acid construct and methods of 
making the construct, classified in class 536, subclass 23.1; Invention H (claims 5-7, 9 and 27), 
drawn to cells with a disruption in an anaphylatoxin C3a receptor gene, classified in class 435, 
subclass 325; Invention m (claims 8, and 17-25) drawn to a transgenic animal comprising a 
disruption in an anaphylatoxin C3a gene, classified in class 800. subclass 13; Invention IV 
(claims 11, 12, and 28-30), drawn to methods of using a transgenic animal cell comprising a 
disruption in an anaphylatoxin C3a gene to test agents, classified in class 800, subclass 3; 
Invention V (claims 10 and 26) drawn to a method of making a transgenic animal, classified in 
class 800, subclass 21; Invention VI (claims 13-15, 31 and 32) drawn to methods of using cells 
with a disruption in an anaphylatoxin C3a gene to test agents wherein the cell is from a 
transgenic animal, classified in class 435, subclass 325; and Invention VH (claims 16 and 33) 
drawn to an agent, classified in class 530, subclass 350. Applicants respectfully request 
reconsideration and withdrawal of the requirement. 
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Specifically, the Examiner asserts that the claims of Groups I and H are patentably 
distinct because the nucleic add constmct can be used as a probe while the cells can be used m ^n 
vitro assays to determine agents that modulate anaphylatoxin C3a expression. The Applicants 
disagree with the Examiner's conclusion. Any search or examination of the prior art conducted 
on one of these aspects, e.g. production of anaphylatoxin C3a deficient transgenic animals, would 
produce results that would encompass the transgenic animals and the nucleic acid construct. 
Thus, the additional burden of a separate search or examination would not be required. 

The Examiner further asserts that the claims of Groups I and ffl are patentably distinct 
because nucleic acid construct can be used as a probe while the transgenics can be used in in vivo 
assays to determine agents that modulate anaphylatoxin C3a expression. The Applicants beheve 
that a reasonable search of the prior art would produce results related to anaphylatoxin C3a 
nucleic acid constructs and methods of identifying anaphylatoxin C3a modulators. A search and 
examination of the claims of each of these Groups, therefore, can be made without additional 

burden on the Examiner. 

The Examiner also asserts that the claims of Groups I and IV are patentably distinct 
because nucleic acid construct can be used as a probe while the method can be used in in vivo 
assays to determine agents that modulate anaphylatoxin C3a expression. The Applicants disagree ^ 
with the Examiner's assertion. A search or examination of the prior art conducted on the subject 
matter of Groups I and VI would produce results encompassing C3a nucleic acid constructs and 
methods of identifying anaphylatoxin C3a modulators. Thus, a search or examination of these 
claims would not seriously burden the Examiner. 

According to the Examiner, claims of Group I and claims of Group V are related as 
product and process of use, respectively. The Examiner asserts that claims of Group I and Group 
V are patentably distinct because nucleic acid construct can be used in a materially different 
process, e.g. as a probe. The Applicants disagree with the Examiner's assertion. A search or ^ 
examination of the prior art conducted on the subject matter of Groups I and V would produce 
results encompassing C3a nucleic acid constructs and methods making a anaphylatoxin C3a- 
disrupted transgenic animal. Thus, a search or examination of these claims would not seriously 
burden the Examiner. 

It is also asserted by the Examiner that the claims of Group I and Group IV are patentably ^ ^ 
distinct in that the construct of Group I can be used as a probe while the methods of GroupTV^ M 
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can be used .o determine agents that modulate anaphylatorin C3a expression. The Applicants 
disagree with the Examiner's conclusion. The Applicants believe that a reasonable search of the 
prior art would produce results related to anaphylatox.n C3a nucleic acid constructs and methods 
of identifying anaphylatoxin C3a modulators. A search and examination of the claims of each of 
these Otoups, therefote, can be made without additional burden on the Examiner. 

The Examiner further asserts that the claims of Group I and Group W are patentably 
distinct because the nucleic acid construct can be used as a probe while the agent can be used to 
modulate anaphylatoxin C3a expression. The Applicants disagree with the Examiner's 
conclusion. The Applicants beUeve that a reasonable search of the prior art would produce 
results related to anaphylatoxin C3a nucleic acid constructs and agents that modulate C3a 
expression. A search and examination of the claims of each of these Groups, thetefore, can be 
made without additional burden on the Examiner. 

The Examiner further asserts that tite claims of Groups U and either of Groups HI or IV 
ate patentably distinct because U,e cells of Gtoup H can be used to determine differential gene 
exptession while the transgenics or metirods. respectively, can be used for different purposes 
with protocols and teagents that ate materially distinct. The Applicants disagree w«h the 
resnrction of the cells of Group n from the transgenics or methods because these two groups are 
related and would titerefore product related search results. Thus, the Applicants respectfully 
assert that the claims of Group n should be examined together with the claims of Groups m and 

rv. . , 

According to the Examiner, the claims of Group n and Group V are related as product 
and process of use, respectively. The Examiner asserts that Group D and Group V are patentably 
distinct because cells can be used in a materially different process, e.g. in in vitro assays to 
determine agents that modulate anaphylatoxin C3a expression. The Applicants disagree wtth tire 
Examiner's conclusion. A search or examination of tite prior art conducted on flte subject matter 
of Groups n and V would produce results encompassing the cells comprising a disruption m a 
anaphylatoxin C3a gene and methods making a anaphylatoxin C3a-disrupted tiansgenic ammal 
using such cells. Thus, a search or examination of titese claims would not seriously burden tire 
Examiner. 

Similarly, Group H and Group VI are asserted by the Examiner to be related as product 
and process of use, respectively. Specifically, the Examiner asserts that the -methods of testing 
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agems of Group VI can be done in vivo while the cells of aoup n can be used in in .Uro assays. 
The Apphcants disagree with the Exan^ner's assenion. In particular, the Applicants respectfully 
point out that the Examiner has elass.fied the claims of Group n and Group VI in the same class 
and subclass (class 435. subclass 325). A search or examination of the prior art conducted on the 
subject matter of Groups n and VI would produce ..suits encompassing the cells comprrsmg a 
disruption in a anaphylatoxin C3a gene and methods of tesdng agents using such cells. Tl^us, a 
search or examination of these claims would not seriously burden the Examtner. 

The Examiner further asserts that Gmup n and Group Vn are patentably distinct because 
cells of Gmup n can be used in in vUro assays to determine differential gene expression whtle the 
agem can be used to modulate anaphylatoxin C3a. The Applicants disagree w.th the Examrner's 
assertion. A search or examination of the prior art conducted on the subject matter of Groups n 
and vn would produce results encompassing the cells and the agents. Therefore, undue burden 
on the Examiner would not ^sult from a search and examination of the claims of Groups H and 

vn. . 

According to the Examrner, the claims of Group m and Group IV are related as product 
and process of use, res(«cttvely. Specifically, the Examiner assets that the methods of testing 
agents of Group VI can be done in n,ro while the ttansgenic of Group m can be used to . 
de.ermine.her„leofanaphylatoxinC3ainvivo. The Applicants disagtee witt. tt.e Exammefs ( -) 
conclusion. Any search of the prior art elated to. metitods of using cells with a disruption m 
an anaphylatoxin C3a gene would include results that include transgenic ammals comprrstng 
such a disruption.. A search and examination of the claims of Group m and Groups IV can be 
made without serious burden on the Examiner. 

According to the Examiner. Group m and Group V are related as product and process of 
use tespectively. The Examiner asserts that the Groups are dtstinct because tiansgenic mouse of 
claim mean be made by a materially different process.;..., by injecting *e blastocyst w.th 
DNA Applicants t^spectfully disagree with titis conclusion. As is well known in the art, the , 
rate of homologous recombination does not permit injection into a blast«.yst when makrng a 
transgenic comprising a disruption in a gene. In contrast to transgenic mice wherem the DNA ,s 
simply taken up by a blastocyst and may be expressed, the disruption of a gene must be 
a^omplished by introducing a construct into a cell in tissue culture, whereupon the process of 
detecting the extremely rare event of a disrupted gene can be accompHshed under selective 
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pressure. Furthermore, Apphcants assert that any search of the prior art related to, e.g. methods 
of using cells with a disruption in an anaphylatoxin C3a gene would include results that 
encompass transgenic animals comprising such a disruption. A search and examination of the 
claims of Group HI and Groups V can be made without serious burden on the Examiner. 

It also asserted by the Examiner that the claims of Groups m and those of either of 
Groups VI or VH are patentably distinct because the transgenics of Group ffl can be used to 
determine the role of anaphylatoxin C3a in vivo while methods of using the cells of Groups VI 
are process steps with the purpose of identifying agents, and the agent of Group VH is used to 
modulate anaphylatoxin C3a. According to the Examiner, the burden to search the transgenics 
along with either the methods of using cells and or agents would be undue. The Applicants 
disagree with the Examiner's conclusion. The Applicants do not believe that an undue burden 
would be placed on the Examiner in order to search the prior art regarding the transgenics 
comprising a disruption in an anaphylatoxin C3a gene and either methods of using cells 
comprising the same disruption or agents identified by using the cells. 

The Examiner also asserts that the methods of each of Groups IV-VI are materially 
different and plurally independent from each other because each is practiced with materially 
different process steps and for different purposes. The Applicants respectfully submit that 
methods of using a transgenics comprising a disruption in an anaphylatoxin C3a, methods of 
making said transgenic, and methods of using a cell from said transgenic are sufficiently related 
as to be encompassed by a search that would not place an undue burden on the Examiner. 

The Examiner also asserts that the claims of Group IV and those of Group VH are 
patentably distinct because the agent can be identified from in vitro assays using cells harboring a 
disruption in anaphylatoxin C3a without using the transgenic. Applicants respectfully argue that 
an in vitro assay using cells harboring a disruption in anaphylatoxin C3a is sufficiently related to 
a transgenic comprising a disruption in anaphylatoxin C3a as to impose a burden upon the 
Examiner that would not be undue despite the differences in structure between the transgenic and 
the agent. 

The Examiner also asserts that the claims of Group V and those of Group VH are 
patentably distinct because the methods used to generate the transgenic differ from those ^ 
associated with the agent are distinct and separate, each not requiring the other and each having 
materially different structures. Apphcants respectfully argue that agents identified using 
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transgenic animals comprising a disruption in anaphylatoxin C3a gene or cells comprising a 
disruption in an anaphylatoxin C3a gene are related to methods of making the transgenic v.a v. 
the distupuon in an anaphylatoxin C3a gene. Thus, it would no. be unreasonably bu«iens„me to 

search both the agent and the methods. 

Finally, Witt, respect to the claims of Group VT and Group W, tt.e Examiner concludes 
ttra. the Groups are pa.en.ably distinct because tt.e agent does no, require the methods of usmg 
cells and .he mett^ods do no. require .he agem. The Applicants disagree with ti,e Exammer's 
conclus,on. Any seareh or examination of .he prior ar, relaled to the subject matter of Group VI 
and Group W can be made witt,ou. serious or undue burden on the Examiner. 

Although Applicants have provisionally elected Group m for purposes of advancing 
prosecution of tt>e presen. application, Applicanis con.end, for the foregoing reasons, .ha. the 
restiicion requirement is .mproper. Acco^tf y. Applicants respectfully request reconsideration 
and withdrawal of the requirement. 

Respectfully submitted, 
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